To the editor: We read with interest the meta-analysis by Pyo et al. in which the concordance between anaplastic lymphoma kinase (ALK) immunohistochemistry (IHC) and fluorescence in situ hybridization (FISH) in ALK-positive non-small cell lung cancer was evaluated. 1 By gathering studies that investigated ALK FISH-positive rates according to the ALK IHC score using a four-tiered system, the FISHpositive rates for ALK IHC scores of 0, 1+, 2+, and 3+ were 0.009, 0.378, 0.628, and 0.900 by the random-effects model, respectively. This suggests that equivocal cases (score 1+, and 2+) should undergo confirmatory FISH. Interestingly, although the role of ALK IHC as a screening method for ALK rearrangements is already established, 2 the correlation between ALK IHC scores and sensitivity to treatment with an ALK-tyrosine kinase inhibitor (-TKI) is unknown.
majority of patients having an ALK IHC score ≥ 2+ or an H-score ≥100 (Figure 1(b) ). Of them, 31 patients were treated with crizotinib for advanced disease, whose main characteristics were as follows: median age 50 years (28-80 years), male/female (42%/58%), never/ever smokers (61%/39%), performance status 0/1 (74%/26%), and chemotherapy-pretreated (90%). The results showed no significant correlation between the intensity of ALK IHC score or H-score with regard to response to crizotinib. Similarly, no significant association was noted between the intensity of the ALK IHC score as well as the H-score and progression-free survival (Figure 1 (c) and (d)).
To our knowledge, this is the first report evaluating an association between the ALK IHC scores with sensitivity to crizotinib. However, we could not demonstrate that the levels of the expression of the ALK protein Anaplastic lymphoma kinase immunohistochemistry scores do not predict sensitivity to crizotinib in fluorescence in situ hybridization-positive non-small cell lung cancer patients were predictive of benefit from crizotinib. Although this analysis is flawed by the low number of patients that were taken into account, it is interesting to observe that the ALK protein was present with a mostly diffuse cytoplasmic staining, which is consistent with the ubiquitous presence of the protein in ALK-positive tumors. 4 Accordingly ALK IHC score and H-score were typically skewed towards high values (Figure 1(b) ). This preferentially higher distribution of ALK IHC scores implies difficulty in setting a threshold of activity when it comes to sensitivity to crizotinib, thus suggesting poor discriminatory value for the ALK IHC scores. On this basis, we conclude that the ALK IHC score and the H-score have no role in predicting sensitivity to the ALK-TKI crizotinib, and other molecular determinants of sensitivity to treatment should be sought.
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